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What is a Biologic Product?

“Biological products, or biologics, are medical
products. Many biologics are made from a variety
of natural sources (human, animal or
microorganism). Like drugs, some biologics are
intended to treat diseases and medical conditions.
Other biologics are used to prevent or diagnose
diseases.”
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Estimated Biologic Drug Spend

_,Em.._ 37.6% of the total sales in 2011

Humira
I corresponds to the Enbrel
120+ top 10 products Remicade
1 Rituxan
€ 100+ Avastin

= . Lantus

%. 80~ Herceptin

=) ‘ Novolog

3 60~ Neulasta

3]

b | Lucentis
40+ Others
20+

0~

Calo Fernandez, Bruno and Martinez-Hurtadeo, Juan; Biosimilars: Company Strategies to Captrue Value
from the Biologics Market. Pharmaceuticals 2012, 5, 1393-1408; doi:10.3390/ph5121393
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Originator Product Not Interchangeable Interchangeable

Additional Interchangeability Studies*

FDA Biosimilar Approval Process

|

Biosimilar
Products

Ex: Zarxio

Brand Name

-

Small Molecule

FDA Approval for Generic Competitor
(Abbreviated New Drug Application)

Ex: Lipitor Ex: Atorvastatin

Cost Savings w
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Immunogenicity

* “Immunogenicity is the ability of a particular
substance... to provoke an immune response in
the body of a human or animal. “

* “In other words, immunogenicity is the ability to
induce a humoral and/or cell mediated immune
response.”

* As it relates to pharmaceuticals... this is better
known as a “drug allergy.”
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Excerpt from FDA Guidance to Industry

Section 351(i) defines biosimilarity to mean “that
the biological product is highly similar to the
reference product not withstanding minor
differences in clinically inactive components” and
that “there are no clinically meaningful differences
between the biological product and the reference
product in terms of the safety, purity, and potency
of the product”

http://www.fda.gov/downloads/Drugs/GuidanceComplianceReguiatoryinformation/Guidances/UCM273001.pdf
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Excerpt from FDA Guidance to Industry

* To meet the higher standard of “interchangeability,”
an applicant must provide sufficient information to
demonstrate:

— Biosimilarity
— That the biological product can be expected to produce

the same clinical result as the reference product in any
given patient

— If the biological product is administered more than once
to an individual, the risk in terms of safety or diminished
efficacy from alternating or switching between the use of
the biological product and the reference product is not
greater than the risk of using the reference product
without such alternation or switch.

http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryinformation/Guidances/UCM273001. pdf
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42 U.S. Code § 262 - Regulation of biological products

(4) Safety standards for determining interchangeability Upon review of an application
submitted under this subsection or any supplement to such application, the Secretary shall
determine the biological product to be interchangeable with the reference product if the
Secretary determines that the information submitted in the application (or a supplement to
such application) is sufficient to show that—

(A) the biological product—
(i) is biosimilar to the reference product; and
(ii) can be expected to produce the same clinical resulit as the reference product in
any given patient; and
(B) for a biological product that is administered more than once to an individual, the
risk in terms of safety or diminished efficacy of alternating or switching between use of

the biological product and the reference product is not greater than the risk of using
the reference product without such alternation or switch.
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The Importance of Substitution

“Substitutability helped spur the growth of the
generic[s] industry and is similarly essential to help
foster competition in the biological drug
market. Ultimately, such competition will spur
innovation, improve consumer choice and
drive down medical costs.”

- Margaret Hamburg
Former FDA Commissioner (2009-2015)
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Conclusion

* The Michigan Pharmacists Association urges the
legislature to adopt policies that is consistent
with currently implemented federal regulations.

* The FDA’s rigorous approval process negates the
clinical necessity of additional notification
requirements.

* Additional requirements related to notification
will only work to:
— Undermine prescriber and consumer confidence.

— Create additional administrative burden on the part
of all providers.
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